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© 3-Qulnuclldlne derivatives. 

© The invention relates to a 3-quinuclidine derivative having the formula I 
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wherein X is O or S t and R represents one to five substituents independently selected from hydrogen, hydroxy, 
lower alkyl, lower alkoxy, lower aralkyloxy, lower alkanoyloxy, halogen, NO2. CF 3 , CN, NRiRs, and COR3, in 
which R1 and R 2 are independently selected from hydrogen, lower alkyl, and lower alkanoyl, and R3 is selected 
from OH, lower alkyl, lower alkoxy, and NR4R5, wherein R* and R5 are independently hydrogen or lower alkyl; or 
pharmaceutical^ acceptable salts thereof. 
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The invention relates to 3-quinuclidine derivatives, a process for the preparation thereof, a pharmaceuti- 
cal composition containing the same, as well as to the use of these 3-quinuclidine derivatives for the 
preparation of a medicament. 

Related quinuclidine derivatives are known, for instance (2-quinuclidinyl)-phenylether which is disclosed 
5 by C.A. Grob and A. Sieber in Helv. Chim. Acta 50 (8), 2531-42 (1967). This compound was obtained by 
fragmentation of (2-quinuclidinyl)-phenylketoxime tosylate, however, no pharmacological activity was as- 
sessed or suggested. 

The present invention relates to a 3-quinuclidine derivative having the formula I 

o--o.- 

75 

wherein X is O or S, and R represents one to five substituents independently selected from hydrogen, 
hydroxy, lower alkyl, lower alkoxy, lower aralkyloxy, lower alkanoyloxy, halogen, NO2, CF 3 , CN, NR1R2, and 
COR3, in which R1 and R2 are independently selected from hydrogen, lower alkyl, and lower alkanoyl, and 
Ra is selected from OH, lower alkyl, lower alkoxy, and NR4R5, wherein R4 and R5 are independently 
20 hydrogen or lower alkyl; or pharmaceutical ly acceptable salts thereof. 

The compounds of this invention have muscarinic properties. They bind to muscarinic agonist receptor 
sites with a 2 to 750 fold preference as compared to muscarinic antagonist receptor sites, as is exemplified 
in their ability to bind preferentially to the agonist site of muscarinic receptors in membrane preparations of 
rat cerebral cortex, or membrane from rat forebrain. Preferred compounds show an agonist/antagonist 
25 binding ratio of between 10 and 400. Compounds having ratios very much higher than 750 are undesired, 
because they may exert side-effects or toxic properties. Compounds having similar pharmacological 
properties are known, e.g. pilocarpine and oxotremorine, but the chemical structures of these compounds 
bear no relation to the 3-quinuclidine derivatives of this invention. The 3-quinuclidine derivatives are suitable 
for the treatment of cognition disorders, like presenile and senile dementia, including Alzheimer^ disease, 
30 and for the treatment of other cholinergic deficiencies, like Huntington's chorea, tardive dyskinesia, 
hyperkinesia, mania, and Tourette syndrome. 

Preferred compounds according to the invention are the 3-quinuclidine derivatives in which X is O, and 
more preferably 3-quinuclidine derivatives in which X is O and R is selected from CF g , bromine, or iodine. 
Preferably R represents one substituent in the ortho position. 
35 The term halogen used in the definition of formula I means fluorine, chlorine, bromine, or iodine. 
Bromine and iodine are preferred halogens. 

The term lower alkyl means a branched or unbranched alkyl group with 1-4 carbon atoms, such as 
methyl, ethyl, propyl, isopropyl, butyl, or ferf-butyl. 

The alkyl moiety which is present in the lower alkoxy group has the same meaning as previously 
40 defined for lower alkyl. 

The term lower alkanoyl means an alkanoyl (acyl) group, the alkyl moiety of which has the same 
meaning as lower alkyl. Acetyl is the preferred lower alkanoyl group. The alkanoyl group in the lower 
alkanoyloxy group has the same meaning. 

The term lower aralkyloxy means an aralkyloxy group, the alkyl moiety of which has 1-4 carbon atoms, 
45 and preferably is a methylene group, and the aryl moiety of which is preferably a phenyl group, optionally 
substituted with hydroxy, lower alkyl, lower alkoxy, or halogen. The preferred aralkyloxy group is the 
phenylmethoxy (benzyloxy) group. 

The novel compounds of formula I may be isolated from the reaction mixture in the form of a 
pharmaceutical^ acceptable salt. The pharmaceutically acceptable salts may also be obtained by treating 
50 the free base of formula I with an organic or inorganic acid such as HCI, HBr, HI, H2SO4, HaPO*. acetic 
acid, propionic acid, glycolic acid, maleic acid, malonic acid, methane-sulphonic acid, fumaric acid, succinic 
acid, tartaric acid, citric acid, benzoic acid, and ascorbic acid. 

The compounds of this invention possess a chiral carbon atom, and may therefore be obtained as a 
pure enantiomer, or as a mixture of enantiomers, among which the racemic mixture. Methods for obtaining 
55 the pure enantiomers are well known in the art, e.g. synthesis from chirally pure 3-quinuclidinol or 3- 
thioquinuclidinol, crystallization of salts which are obtained from optically active acids and the racemic 
mixture, or chromatography using chiral columns. 

The 3-quinuclidine derivatives of the invention can be prepared by methods known for the preparation 
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of analogous compounds. 

A suitable method is the condensation of 3-quinuclidinol or 3-thioquinuclidinol with a benzene derivative 
having the formula II 

5 




10 

wherein R has the previously given meaning and Hal is a halogen (fluorine, chlorine, bromine, or iodine), or 
with a iodonium derivative having the formula Ml 




III 



20 

wherein R has the previously given meaning, after which the compound obtained may be separated into its 
enantiomers and/or may be converted into a pharmaceutical ly acceptable salt. 

It is possible to convert the products obtained by the previously mentioned procedure into another 
product according to the invention. Using generally known methods it is, for instance, possible to convert 

25 aromatic substituents into other aromatic substituents. Alkoxy substituents may be treated with strong acids 
such as BBr 3 , to give the hydroxy substituent. Hydroxy substituted compounds may be condensed with 
lower alcohols in acidic medium to give alkoxy derivatives, or may be acylated with acyl anhydrides to give 
alkanoyl substituted derivatives, and nitro substituted compounds may be reduced to afford amine 
compounds. Compounds wherein Ri, R2, R3 and/or R* are hydrogen may be alkylated, e.g. by a Leuckart- 

30 Wallach reaction, to afford compounds wherein R1.R2.R3 and/or R4 are alkyl. This is further exemplified in 
the examples. 

The compounds of the invention may be administered enterally or parenterally, and for humans 
preferably in a daily dosage of 0,001-10 mg per kg body weight. Mixed with pharmaceutical^ suitable 
auxiliaries, e.g. as described in the standard reference, Chase et al., Remington's Pharmaceutical Sciences, 
35 the compounds may be compressed into solid dosage units, such as pills, tablets, or be processed into 
capsules or suppositories. By means of pharmaceutically suitable liquids the compounds can also be 
applied as an injection preparation in the form of a solution, suspension, emulsion, or as a spray, e.g. a 
nasal spray. 

The invention is further illustrated by the following examples. 

40 

Example 1 

3-[2-(trifluoromethyl)phenoxyl-1-azabicyclo[2.2.2]octane ethanedioate 

45 A solution of 1.78 g (14 mmol) of 3-quinuclidinol in 20 ml of dry N.N-dimethylformamide (DMF) was 
added dropwise under nitrogen to a suspension of 0.6 g (15 mmol) of sodium hydride in 20 ml of dry DMF. 
The mixture was stirred for 15 min at 70 0 C, and a solution of 3.8 ml (30 mmol) of 2-fluoro-(trifluoromethyl)- 
benzene in 8 ml of dry DMF was added dropwise. The mixture was stirred for another 1.5 h, after which the 
solvent was evaporated. The residue was dissolved in ethyl acetate and washed with brine. The ethyl 

50 acetate layer was separated, dried over magnesium sulfate and evaporated to dryness. The crude 
compound was purified by column chromatography on silica using methanol-dichloromethane (2:8) as 
eluent to give 3.0 g (59% yield) of 3-[2-(trifluoromethyl)phenoxy]-1-azabicyclo[2.2.2]octane, which was 
converted into the oxalate salt by treatment with oxalic acid and recrystallization from methanol, m.p. 174 

•c. 

55 

Example 2 

In an analogous manner as described in Example 1 were prepared: 
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3-phenoxy-1-azabicyclo[2.2.2]octane. m.p. 49 °C. 

3-(4-nitrophenoxy)-1-a2abicyclo[2.2.2]octane hydrochloride, m.p. 242 8 C. 

3-(3-nitrophenoxy)-1-azabicyclo[2.2.2]octane hydrochloride, m.p. 230 °C. 

3-(2-nitrophenoxy)-1-azabicyclo[2.2.2]octane hydrochloride, m.p. 237 °C. 
5 3-[3-(trifluoromethyl)phenoxy]-1-azabicyclo[2.2.2]octane hydrochloride, m.p. 206 "C. 

3-[4-(trifluoromethyl)phenoxy]-1-azabicyclo[2.2.2]octane hydrochloride, m.p. 181 °C. 

3-(2-chlorophenoxy)-1-azabicyclo[2.2.2]octane hydrochloride, m.p. 184 °C. 

3-(3-chlorophenoxy)-1-azabicyclo[2.2.2]octane hydrochloride, m.p. 196 °C. 

3-(4-chlorophenoxy)-1-azabicyclo[2.2.2]octane. m.p. 66 *C. 
10 3-(4-chlorophenoxy)-1-azabicyclo[2.2.2]octane hydrochloride, m.p. 198 W C. 

3-(3,4-dichlorophenoxy)-1-azabicyclo[2.2.2]octane (Z)-2-butenedioate. m.p. 129 °C. 

3-(2,6-dichlorophenoxy)-1-azabicyclo[2.2.2]octane (Z)-2-butenedioate. m.p. 137 °C. 

3-(2,3-dichlorophenoxy)-1-azabicyclo[2.2.2]octane (Z)-2-butenedioate. m.p. 179 *C. 

3-(2,4-dichlorophenoxy)-1-azabicyclo[2.2.2]octane (Z)-2-butenedioate. m.p. 154 *C. 
15 3-(3-fluorophenoxy)-1-azabicyclo[2.2.2]octane hydrochloride, m.p. 206 *C. 

3-(2-fluorophenoxy)-1-azabicyclo[2.2.2]octane (Z)-2-butenedioate. m.p. 92 °C. 

3-(2-fluorophenoxy)-1-azabicyclo[2.2.2]octane ethanedioate. m.p. 174 *C. 

3-(2-bromophenoxy)-1-azabicyclo[2.2.2]octane (Z)-2-butenedioate. m.p. 139 *C. 

3-(2-iodophenoxy)-1-azabicyclo[2.2.2]octane (Z)-2-butenedioate. m.p. 159 'C. 
20 3-(4-methoxyphenoxy)-1 -azabicyclo[2.2.2]octane (oil). 

3-(3-methoxyphenoxy)-1 -azabicyclo[2.2.2]octane (oil). 

3-(2-methoxyphenoxy)-1-azabicyclo[2.2.2]octane hydrochloride, m.p. 166 "C. 

3- [2-(phenylmethoxy)phenoxy]-1 -azabicyclo[2.2.2]octane (oil). 

2-[(1-azabicyclo[2.2.2]oct-3-yl)oxy]phenol (Z)-2-butenedioate (obtained by catalytic hydrogenation of 3-[2- 
25 (phenylmethoxy)phenoxy]-1-azabicyclo[2.2.2]-octane). m.p. 126 °C. 

2-[(1-azabicyclo[2.2.2]oct-3-yl)oxy]phenol acetate (Z)-2-butenedioate (obtained by acetanhydride/^COa 
treatment of 2-[(1-azabicyclo[2.2.2]oct-3-yl)oxy]-phenol). m.p. 161 'C. 

2-[(1-azabicyclo[2.2.2]oct-3-yl)oxy]benzenamine dihydrochloride (obtained by catalytic hydrogenation of 3- 
(2-nitrophenoxy)-1-azabicyclo[2.2.2]octane). m.p. >250 - C. 
30 3-[(1-azabicyclo[2.2.2]oct-3-yl)oxy]benzenamine dihydrochloride (obtained by catalytic hydrogenation of 3- 
(3-nitrophenoxy)-1-azabicyclo[2.2.2]octane). 

4- [(1-azabicyclo[2.2.2]oct-3-yl)oxy]benzenamine dihydrochloride (obtained by catalytic hydrogenation of 3- 
(4-nitrophenoxy)-1-azabicyclo[2.2.2]octane). m.p. >250 °C. 

N-[4-(1-azabicyclo[2.2.2]oct-3-yl)oxy]phenyl]acetamide hydrochloride (obtained by acetylation of 4-[(1- 
35 azabicyclo[2.2.2]oct-3-yl)oxy]benzenamine). m.p. >250 a C. 

2- [(1-azabicyclo[2.2.2]oct-3-yl)oxy]benzonitrile (Z)-2-butenedioate. m.p. 137 °C. 

3- [(1-azabicyclo[2.2.2]oct-3-yl)oxy]benzonitrile (Z)-2-butenedioate. 

4- [(1 -azabicyclo[2.2.2]oct-3-yl)oxy]benzonitrile (Z)-2-butenedioate. 

2- [(1-azabicyclo[2.2.2]oct-3-yl)oxy]benzenecarboxamide (obtained by KOH/t-butanol hydrolysis of 2-[(1- 
40 azabicyclo[2.2.2]oct-3-yl)oxy]benzonitrile). m.p. 144 'C. 

4-[(1-azabicyclo[2.2.2]oct-3-yl)oxy]benzencarboxamide hydrochloride, m.p. >250 *C. 

3- [(1-azabicyclo[2.2.2]oct-3-yl)oxy]benzenecarboxamide hydrochloride, m.p. >250 "C. 
2-[(1 -azabicyclo[2.2.2]oct-3-yl)oxy]benzoic acid. 

45 

Example 3 

4- [(1 -azabicyclo[2.2.2]oct'3-yl)oxy]benzenamine dihydrochloride. 

so 3-(4-nitrophenoxy)-1-azabicyclo[2.2.2]octane (Example 2) was submitted to catalytic hydrogenation with 
Pd/C in ethanol, after which the free base was converted into the hydrochloric salt to obtain 4-[(1- 
azabicyclo[2.2.2]-oct-3-yl)oxy]benzenamine dihydrochloride. M.p. >250 °C. 

Example 4 

55 

N-[4-1 (1 -azabicyclo[2.2.2]oct-3-yl)oxy]phenyl]acetamide hydrochloride. 

4-[(1-azabicyclo[2.2.2]oct-3-yl)oxy]benzenamine (Example 3) was acetylated with acetic anhydride in 
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dry pyridine at -10 'C. The crude product was converted into the hydrochloric salt to obtain N-[4-[(1- 
azabicyclo[2.2.2]-oct-3-yl)oxy]phenyl]acetamide hydrochloride. M.p. >250 * C. 

Example 5 

5 

In an analogous manner as described in Example 1 were prepared from (S)- or (R)-3-quinuclidinol: 
(S)-3-(2-fluorophenoxy)-1-azabicyclol2.2.2]octane ethanedioate. m.p. 158 *C; [ah 20 = +27.5* (c = 1, 
water). 

(R)-3-(2-f1uorophenoxy)-1-azabicyclo[2.2.2]octane ethanedioate. m.p. 159 °C;[a] D 20 = -27.5° (c = 1, water). 

10 

Example 6 

In a analogous manner as described in Example 1, using 3-thioquinuclidinol (K.B. Shaw, Can. J. Chem.. 
43 (1965) 3112) instead of 3-quinuclidinol were prepared: 

75 3^(2-nitrophenylthio)-1-azabicyclo[2.2.2]octane (Z)-2-butenedioate. m.p. 156 *C. 

3-[2-(trifluoromethyl)phenylthio]-1-azabicyclo[2.2.2]-octane (Z)-2-butenedioate. m.p. 120 'C. 
3-[4-(trifluoromethyl)phenylthio]-1-azabicyclo[2.2.2]-octane (Z)-2-butenedioate. m.p. 127 *C. 
2-[(1-azabicyclo[2.2.2]oct-3-yl)thio]benzenamine (Z)-2-butenedioate (obtained by iron/hydrochloric acid re- 
duction of 3-(2-nitrophenylthio)-1-azabicyclo[2.2.2]octane). m.p. 106 'C. 

20 N-[4-[(1 -azabicyclo[2.2.2]oct-3-yl)thio]phenyl]acetamide (Z)-2-butenedioate. 

Claims 

1. A 3-quinuclidine derivative having the formula I 



wherein X is O or S, and R represents one to five substituents independently selected from hydrogen, 
hydroxy, lower alkyl, lower alkoxy, lower aralkyloxy, lower alkanoyloxy, halogen, NO2, CF3, CN, NR1R2, 
35 and COR3, in which R1 and R2 are independently selected from hydrogen, lower alkyl, and lower 
alkanoyl, and R3 is selected from OH, lower alkyl, lower alkoxy, and NR4R5, wherein R4 and R5 are 
independently hydrogen or lower alkyl; or pharmaceutical ly acceptable salts thereof. 

2. The 3-quinuclidine derivative of claim 1 , wherein X is O; or pharmaceutical^ acceptable salts thereof. 

40 

3. The 3-quinuclidine derivative of claim 1 or 2, wherein R is selected from CF 3 , bromine and iodine; or 
pharmaceutical^ acceptable salts thereof. 

4. The 3-quinuclidine derivative of any of claims 1-3, wherein R represents a substituent in the ortho 
45 position. 

5. The 3-quinuclidine derivative of any of claims 1-4 for use in therapy. 

6. A process for the preparation of the 3-quinuclidine derivative of any of claims 1-4, characterized in that 
50 3-quinuclidinol or 3-thioquinuclidinol is condensed with a benzene derivative having the formula II 



55 Hai " m 11 



wherein R has the previously given meaning and Hal is a halogen, or with a iodonium derivative having 
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the formula III 



5 




III 



wherein R has the previously given meaning, after which the compound obtained may be separated 
io into its enantiomers and/or may be converted into a pharmaceutical^ acceptable salt. 

7. A pharmaceutical composition comprising the 3-quinuclidine derivative of any of claims 1-4 in 
admixture with pharmaceutical^ acceptable auxiliaries. 

75 8. A use of the 3-quinuclidine derivative of any of claims 1-4, for the manufacture of a medicament for the 
treatment of cognition disorders and cholinergic deficiencies. 



20 



25 



30 



35 



40 



45 



50 



6 



J 



European Patent 
Office 



EUROPEAN SEARCH REPORT 



EP 92 20 0199 



DOCUMENTS CONSIDERED TO BE RELEVANT 


PAGE1 


Category 


Citation of document with indication* where appropriate* 
of relevant passages 


to daim 


CLASSIFICATION OF THE 
APPLICATION Oat. CLS ) j 


A 


EP-A-0 370 415 (BOEH RINGER IN6ELHEIM KG) 
* page 3. line 41 - line 46; claims 1.4 * 


1.5,7,8 


C070453/02 
A61K31/43S 


A 


EP-A-0 190 920 (A.H. ROBINS CO., INC.) 
* claims 1,7 * 


1,5,7,8 




A 


EP-A-0 158 532 (A.H. ROBINS CO. , INC.) 
* page 1, line 2 - line 8; claims 1,2 * 


1.5,7 




A 


EP-A-0 311 724 (DELALANOE S.A. / A.H. ROBINS 

CO.. INC.) 

* claims 1,5-7 * 


1.5.7 




A 


EP-A-0 221 702 (BEECHAM GROUP PLC) 
1.10.12 


1.5.7 




A 


GB-A-2 208 385 (J. WYETH AND BROTHER LTD.) 
* abstract; claims 1-3 * 


1.5.7 




A 


CHEMICAL ABSTRACTS, vol. 99. no. 23. 


1.5,7 






5 December 1983. Columbus. Ohio. US; 
abstract no. 187523G. 




TECHNICAL FIELDS 
SEARCHED Qnt. CLS) 




E.R. ATKINSON ET AL. : Parasympatholytic 
page 78 ; 

& J. Med. Chem. 1983. 26(12), 1772-5 




C07D 


A 


CHEMICAL ABSTRACTS, vol. 86, no. 21. 
23 May 1977, Columbus, Ohio, US; 
abstract no. 155489R, 

E. MIKHLINA ET AL. : 'Synthesis and ...» 
page 456 ; 

Khlm.-Farm. Zh. 1976, 10(11). 56-60 


1.5.7 




A.D 


HELVETICA CHI MICA ACTA, 

vol. SO, no. 8, 11 December 1967, 

pages 2531 - 2542; 

C.A. GROB ET AL. : 1 Fragment lerung von 
* page 2534, compound 21 * 


1 




The present search report has been drawn up for all claims 







Piece ef 
BERLIN 



13 MAY 1992 



MASS C. 



CATEGORY OF CITED DOCUMENTS 

X : particalariy relevant If taken alone 
Y : particularly relevant If conMnea with another 
eocsnart of the same category 

o : 

P: 



T : theory or principle uosertytng the tavention 
E : earlier patent tocnoenl, but publishes on, or 

after too filing sate 
D : eoaoaect dted In the i 



L:a» 



nt dte4 for other r 



A it 



■bar of the i 



9 patent family, corresponding 



European Patent 
Office 



EUROPEAN SEARCH REPORT 



DOCUMENTS CONSIDERED TO BE RELEVANT 



EP 92 20 0199 
PAGE2 



CLASSIFICATION OF THE 
APPLICATION gat. CLS ) 



TECHNICAL FIELDS 
> Ont.O.5) 



Tile present seven report has been drawn up for all 



BERLIN 



13 MAY 1992 



HASS C. 



CATEGORY OF CITED DOCUMENTS 



X : particularly relevant if taken 
V : particularly relevant If 
eneumcttt of Che 

A 9 tmt ^ m — * J 

A • WCBDDWIBJ 

O : DOD-wrtttm ilsdi 
P : Intermediate 



T : theory or prtadale 
E : earlier patent iocs 
after the filing eate 
D : tocumcDt dtd in the 
L 




This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



